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Two meta-analyses indicate that psychotherapy and pharmacotherapy are equally efficacious for the acute treatment of mild to moderate depression (Casacalenda, Perry, & Looper, 2002; De Maat, Dekker, Schoevers, & de Jonghe, 2006) . Relatively little is known about the efficacy of psychodynamic psychotherapy in the treatment of depression, because most studies comparing pharmacotherapy and psychotherapy involve cognitiveÁbehavioural therapy (e.g., DeRubeis et al., 2005) . Over the past few years, we have sought to fill this gap in psychotherapy research by directly comparing short-term psychodynamic supportive psychotherapy (SPSP), pharmacotherapy, and their combination in various randomized controlled trials (RCTs; de Maat et al., 2008) . However, several criticisms have been raised against the designs of RCTs. It is argued that results from RCTs are artificial and cannot be generalized to real-world psychiatric settings (Westen, Novotny, & Thompson-Brenner, 2004; Rothwell, 2005) .
Among other things, the procedure of randomization fails to match patient with treatment (Brewin & Bradley, 1989; Parker, 2005) . It may exclude highly motivated patients with a strong preference for a particular treatment, whereas patients unsuited to receive a particular treatment are more likely to be included in a randomization procedure. Therefore, it is assumed that this selection process may lead to an underestimation of effectiveness (Bedi et al., 2000; Howard & Thornicroft, 2006) . To remedy this complication, in our current RCT comparing SPSP with pharmacotherapy, we opted to add a by-preference (BP) condition (Brewin & Bradley, 1989) . This means that patients refusing to be randomized were given the treatment of choice.
Another point is that most research data concern monotreatments, whereas in clinical practice the addition of medication to psychotherapy is very common, especially in the case of (early) nonresponse. Indeed, in a previous study, we found that early nonresponse to psychotherapy for depression carries the risk of ultimate treatment failure, although at the same time a considerable number of early nonresponsive patients appear to achieve remission at the end of treatment as well . There is some evidence that in interpersonal therapy (IPT) for depression a sequential strategy with the later addition of medication is slightly more effective than combined therapy from the outset (Frank et al., 2000) , but research on this issue is rare. In view of this state of affairs, we opted for a sequential treatment strategy. It started with monotherapy (psychotherapy or antidepressants) and proceeded to combined therapy in the case of early nonresponse, which was defined as less than 30% improvement of depressive symptoms after 8 weeks of treatment.
Thus, the principal aim of the present study was to investigate the influence of preference on outcome of psychotherapy for depression by comparing random allocation with BP psychotherapy. The effects are investigated for early response, dropout, and general efficacy. The second aim was to determine in both groups the acceptability and surplus value of additional medication in the case of early nonresponse.
Method Patients
The study sample consists of consecutively referred outpatients of Mentrum Mental Health Care, a large psychiatric teaching hospital in Amsterdam. Inclusion criteria were age between 18 and 65 years, depressive episode with or without dysthymia (using the Composite International Diagnostic Interview) based on Diagnostic and Statistical Manual of Mental Disorders (fourth edition [American Psychiatric Association, 1994 ) criteria, a 17-item Hamilton Depression Rating Scale (HAM-D; Hamilton, 1967) baseline score between 14 and 25 points, and written informed consent. Exclusion criteria were drug abuse, psychotic symptoms, participation impossible as a result of a serious communicative problem (e.g., language barrier), pregnancy, hospitalization or day treatment is unavoidable. Patients who were still using antidepressants during intake and who met inclusion criteria were advised to stop the medication. If they agreed, they were included in the trial; if not, they were excluded. In addition, all patients who had used venlafaxine earlier in the present episode were excluded because this was the first drug to be administered according to the medication protocol.
Study Design and Procedure
The study compares the efficacy of pharmacotherapy to SPSP. After intake, the psychiatrist explained to the patients that both treatments were available and that the efficacy of both treatments had been demonstrated and then briefly discussed some basic characteristics of the treatments. Patients willing to participate in a study were referred to a research assistant, who administered the pretreatment measurements and explained the rationale of a randomization procedure using a standardized information form. If patients agreed to select their treatment by randomization, they were allocated to either pharmacotherapy or SPSP using block randomization stratified for age and gender. The RCT comparing psychotherapy and antidepressants directly has been published elsewhere . Patients who refused randomization but were nevertheless willing to participate in a study provided they were given their treatment of choice were entered in the BP condition. Measurements and treatments were identical in the randomized and by-preference groups. At the start of the study, 59 patients were allotted to the RCT psychotherapy and 60 chose BP psychotherapy. Because only three patients chose to start with pharmacotherapy, we are not able to report on the treatment algorithm that started with BP antidepressants.
Patients with less than 30% reduction on the HAM-D after 8 weeks were offered venlafaxine, 75 mg/day, which could be titrated up to a maximum of 225 mg/day. For patients who responded to treatment at Week 8, psychotherapy alone was continued as scheduled.
Treatment
SPSP consisted of 16 sessions, the first eight sessions weekly, the last every 2 weeks. SPSP is a manualbased approach (de Jonghe, 2005) focusing on the affective, behavioural, and cognitive aspects of relationships. By discerning levels, which depends on the phase of the therapy and the capacities of the patient, the therapists may choose more supportive interventions, such as encouraging adaptive coping mechanisms, guilt-reducing thoughts, or giving praise, or interventions to enhance insight, such as confrontation or interpretation. This means that the therapy can be placed on a variable point on the expressiveÁ supportive continuum (Gabbard, 2005) . Therapists were trained psychiatrists or psychotherapists. They met regularly to discuss audiotaped sessions and to ensure adherence to the psychotherapy manual.
Outcome Measures
The primary measurement was the 17-item HAM-D. The HAM-D was assessed by independent observers. Raters were trained by de Jonghe, the psychiatrist who developed the manual for the Dutch version of the HAM-D (de Jonghe, 1994) and who has extensive experience in its training and application. Before being judged competent to assess the HAM-D, raters needed to score five interviews sufficiently reliably. During the study the assessors met monthly to discus videotaped interviews with the supervising psychiatrist to prevent slippage, but the interrater reliability was not formally assessed. Secondary outcome measures were the Clinical Global Impression of severity (CGI-S) and improvement (CGI-I; Guy, 1976) provided by the treating clinicians and the Symptom Checklist-90-Revised (SCL-90) Depression subscale (Arrindell & Ettema, 1986) .
Assessments took place at baseline and Weeks 8, 16, and 24. On the primary outcome measure, efficacy was expressed both in terms of mean differences in HAM-D scores and in success rates. The latter was defined as response rate (50% reduction on the HAM-D) and remission rate (HAM-D 57). On the secondary measurements, only success rates are given. They are defined as a CGI-S and a CGI-I score of 1 (very much improved) or 2 (much improved) and SCL-90-R improvement of at least 1 SD. Patients who, regardless of the reason, completed fewer than five sessions in the first 8 weeks or terminated treatment between Week 8 and Week 24 were considered dropouts, with the exception of those who terminated after Week 20 (i.e., after 14 of the 16 psychotherapy sessions) if they had achieved a HAM-D score of 512.
Statistical Analysis
To test for the overall effectiveness of the treatments, within-group effects of time were calculated between Weeks 0 and 24 using paired t tests. Analyses of covariance (ANCOVAS) were used to test betweengroup differences in terms of means, including baseline measures as covariants. Pearson chi-square calculations (two-sided, level of significance 0.05) were used to compare refusal rates, dropout rates, and success rates between therapy conditions. A per protocol analysis was performed for outcome measures. This means that the outcome data of all patients allocated to a treatment option were used and the last observation carried forward procedure applied in the case of missing data. The study was divided into two parts*the first phase from start to 8 weeks and the second phase from Weeks 8 to 24*to specifically examine the BP and sequential aspects of the design. Between-group analyses were performed on the whole sample of Week 0 and on the per protocol sample of Week 8 separately, thus excluding patients who dropped out before Week 8 and never were offered to combine SPSP with an antidepressant. A general linear model repeated measures analysis (GLM procedure in SPSS) using all data was performed. HAM-D outcomes of all assessments were entered as dependent variables and treatment condition (randomisation or BP) as independent variable. Use of antidepressants (yesÁno) and dropout (yesÁno) were entered as covariates. Finally, a separate logistic regression analysis was conducted to test the efficacy of addition in all early nonresponding patients.
Results

Baseline Characteristics
There were no baseline differences between randomized and BP patients in demographic and clinical characteristics ( Table I ). The mean age was 35.9 years (SD 010.4), 79.8% of the sample were women. About half of patients had been treated earlier in the present episode, indicating refractory depression.
Phase 1: Weeks 0 Á 8
Of the 59 patients in the RCT condition, 19 (32.2%) were considered study dropouts (i.e., attended fewer than five sessions SPSP) compared with 15 (25%) of 60 in the BP group, x 2 (1, N 0119) 01.46, p 0.23. Subsequently, 40 originally randomized patients and 45 BP patients proceeded to the second phase of the study.
After the first 8 weeks, 11 of 40 (27.5%) randomized patients were responsive (30% reduction on the HAM-D) in the RCT condition compared with 17 of 45 (37.8%) in the BP group. The difference was not statistically significant. Also, none of the secondary outcome measures differed between RCT and BP patients with the exception of the CGI-S, which was in favor of the BP patients, x 2 (1, N 085)04.83, p 0.03.
Phase 2: Weeks 8 Á 24
The distribution of patients at 8 weeks is shown in Figure 1 .
Early responsive patients. All early responders continued treatment of SPSP without being offered medication. The results of mean HAM-D scores are shown in Figure 2 . For RCT patients, the mean HAM-D score in responders had decreased from 20.4 (SD 03.8) at baseline to 9.3 (SD 04.1) at Week 8 and for BP patients from 19.6 (SD 03.9) to 8.6 (SD 08.6). The mean HAM-D scores declined only slightly further in the second phase: for RCT Short-term psychodynamic supportive psychotherapy 207 patients to 7.6 (SD 05.1) and for BP patients to 7.8 (SD 07.9). Table II shows the success rates on the HAM-D, CGI, and SCL-90-R Depression scale for early responders. In total, 71.4% of all early responding patients achieved response and 57.1% achieved remission. No statistically significant differences were found between RCT and BP patients.
Early nonresponsive patients. All early nonresponders were offered to combine psychotherapy with venlafaxine. Of the 29 RCT patients who were nonresponsive, 17 (58.6%) started venlafaxine, and in the BP condition only 8 of 28 patients (28.6%) did so, x 2 (1, N 057) 05.22, p0.02. The following results concern the whole group, regardless of acceptance of medication. At Week 8, the mean HAM-D scores of nonresponders was still 20.6 (SD 04.6) for the RCT patients and 19.6 (SD 04.1) for the BP patients. As shown in Figure  II , at the end of treatment the mean HAM-D score in RCT patients had improved to 11.4 (SD 06.7) and in BP patients to 12.5 (SD 06.8).
Of all early nonresponders, 43.9% achieved response and 26.7% achieved remission (see Table II ). At the end of treatment, no difference was found between RCT and BP patients on any of the outcome measures. During treatment, no difference was found either with the exception of the therapist rated CGI-S score at Weeks 8 and 16.
Relative Efficacy at the End of Treatment for the Total Sample
Dropout rate in the second phase was relatively low: six in the RCT group (15%) and four (9%) in the BP group, x 2 (1, N 085) 00.76, p 0.38. The mean HAM-D score at the end of treatment, including both early responsive and nonresponsive patients, was 10.3 (SD 06.5) for RCT patients and 10.7 (SD 07.5) for BP patients. Table II shows also the aggregated success rates of the treatment algorithm. In total, 52.9% of the patients achieved response and 36.5% achieved remission. The only statistical difference appeared at Week 8 for the CGI-S favouring BP patients. This difference disappeared in the continuation phase of therapy. No other differences were found throughout the entire treatment. In addition, a repeated measures analysis using all available data was performed and did not yield a statistically significant association of treatment condition and outcome (F 00.997, p 0.41).
Efficacy of Addition of Medication
In a logistic regression analysis, we explored the contribution of the addition of medication to treatment efficacy in all early nonresponding patients. HAM-D scores, treatment group, addition status, and the Treatment Group )Addition Status interaction were entered as variables in the analysis. No main effect for addition was found. Similarly, no Treatment Group )Addition Status was found, implying that the extent to which patients benefited from additional medication was similar for the randomized and BP conditions.
Discussion
This article reported on a partially randomized preference trial with a sequential strategy for the treatment of depression. Because few patients chose to start with an antidepressant, it is only possible to report on the comparison between randomized and BP psychotherapy patients.
Patients' Preference
Patients allocated to psychotherapy by chance and those choosing psychotherapy did not differ on baseline characteristics, thus indicating that the process of randomisation did not create a specifically selected group of depressed patients not willing to accept random allocation. These results appear to be in line with a comparable preference trial conducted in primary care, in which no clear selection bias was found, not even with regard to personality factors (Bedi et al., 2000) .
Almost all patients in the BP modality chose to start with psychotherapy and not with an antidepressant. In a systematic review, a preference for psychotherapy was found in all available studies (van Schaik et al., 2004 ), but such a strong preference has Short-term psychodynamic supportive psychotherapy 209 not been reported before. However, unlike other studies, it should be taken into account that in our treatment algorithm patients knew from the start that they would be offered augmentation of an antidepressant if the therapy was not working after 2 months, which might have influenced their choice. Remarkably, at present, the situation in the United States appears to have changed. Despite the growing evidence of the efficacy of antidepressant psychotherapies, the recently emerging STAR*D data suggest that psychotherapy is no longer the treatment of choice for American patients (Wisniewski et al., 2007) . This may reflect cultural variation but also points to a limited accessibility of psychotherapy for depression in the current American health care systems (Weissman, 2007) .
In the current study, many patients declined an additional antidepressant after 8 weeks, not surprisingly within the BP group more so than within the RCT group. Apparently, they preferred to continue with psychotherapy alone in spite of early nonresponse. Obviously, we do not know to what extent this is typical for the patient population that has been studied. Again, in the United States, patients seem to choose rather differently. In a study on IPT, almost every patient with poor response accepted the addition of an antidepressant (Frank et al., 2000) . We cannot rule out that, compared with SPSP, the IPT model is more to amenable to the integration of medication, which might have contributed to this difference. However, in SPSP also, depression is primarily considered as a medical condition that, if necessary, should be treated with medication. This is illustrated by an earlier finding showing that patients in combined therapy were more compliant with the medication regimen than patients using antidepressants alone (de Jonghe, Kool, Dekker, & Peen, 2001) , suggesting a good acceptance of pharmacotherapy during SPSP. We, therefore, hypothesise that the difference in acceptability of antidepressants may reflect a more general positive attitude to medication in U.S. patients. It raises questions about the cross-cultural feasibility of sequential treatment strategies consisting of both psychotherapy and antidepressants, which need to be taken into account in guidelines and the application of treatment algorithms in clinical practice.
About one third of the patients did not complete the psychotherapy as planned. In earlier studies, both in our settings and those of others, comparable dropout rates were found (see, e.g., Blom, 2007; de Jonghe et al., 2004) . Therefore, we assume it could be interpreted as a general characteristic of secondary care depressed patients. In contrast to what might be expected, choosing treatment did not enhance adherence to psychotherapy because dropout rates did not differ between RCT and BP patients, not even in the initial phase of treatment, shortly after they had made their choice. Clearly, a better understanding of the background of this phenomenon is important. It may indicate a need to try other strategies. Possibly, techniques derived from motivational interviewing (Cheng, 2007) are useful to improve adherence, particularly in the initial phase where most dropouts occurred.
In terms of general efficacy, patients in both conditions improved equally well on all instruments throughout the treatment period. Having a preference for psychotherapy did not convey a benefit in response. A similar absence of a profound influence of preference on outcome has been reported in two earlier trials (van Schaik et al., 2004) . It refutes the assumption that randomisation may lead to an underestimation of efficacy as a result of unjustly neglecting patients' preference or the possibility of including less motivated patients in treatment (Thornett, 2001 ).
Sequential Strategy
If we look at the pattern of HAM-D response during treatment (see Figure II) , two groups of patients can be identified: early responders (i.e., patients who improved rapidly) and delayed responders (i.e., those who started to improve in the second phase of treatment). This confirms a pattern of response we found in an earlier trial with SPSP ( Van et al., 2008) .
It suggests that it may be worthwhile to continue an ongoing psychotherapeutic strategy despite apparent absence of early symptom improvement. After all, a considerable number of patients do respond later on. In our study, the second phase consisted of eight sessions over a 4-month period. Unfortunately, we were not able to answer the question whether, after this second phase, again a group of nonresponding patient could be identified that might benefit from a further continuation of treatment. Future studies, preferably including ongoing response-monitoring procedures during psychotherapy (Percevic, Lambert, & Kordy, 2006) , are required to shed more light on this issue.
It could be questioned whether it would have been necessary for early responders to continue therapy after Week 8. Because the mean HAM-D had already diminished to 9.0 by that time, there is little room for further symptom improvement. However, in SPSP the therapeutic process is structured in discourse levels (de Jonghe, 2005) . This means that, in the initial phase, the therapy focuses on coping with symptoms and on (life) circumstances or problems directly related to the depression. If improvement at this level has been achieved, the therapist may proceed to work on intrapersonal vulnerabilities in the middle and late stages of therapy, related to the onset of depression.
Preliminary data suggest that a change in personality pathology indeed could be achieved after SPSP (Kool et al., 2003) . In future research, it would, therefore, be of interest to explore whether this in particular occurs in early symptom responders, because in these patients the therapist is better able to focus on underlying personality vulnerabilities. If so, this would legitimize a (time-limited) continuation of psychotherapy.
Strengths
We adopted a by-preference sequential strategy. This relatively rare design can illuminate what occurs in regular clinical practice because many patients prefer to choose their treatment, if possible. Furthermore, sequential treatment strategies appear to be widely advocated and used in clinical settings (Schatzberg et al., 2005) but rarely investigated. Therefore, using this strategy, we intended to increase the external validity of our study. A further strength is that outcome data came from three different sources: independent observers, patients, and therapists. Finally, many patients had been treated before in the present depressive episode, indicating they suffered from refractory depressions. Also, patients were not specifically selected for psychotherapy. Therefore, they may be representative of the broad sample of difficult-to-treat depressed patients commonly referred to outpatient psychiatric facilities.
Limitations
Our study involves outpatients with moderately severe depression; thus, the findings may not generalize to more or less severely depressed patients. Also, we did not take into account the influence of personality factors or attitude toward treatment, which might be associated with both the acceptability and efficacy of psychotherapeutic strategies (Iacoviello et al., 2007) . Although additional medication could not explain subsequent outcome, it should be noted that the nonresponding patients were not randomized at Week 8. Therefore, it remains possible that they would have done poorer without medication addition.
Patients were only offered two options (randomization vs. by-preference SPSP or medication). Other antidepressant treatments such as different forms of psychotherapy, combined therapy from the outset, psychosocial support, and long-term psychotherapy could not be chosen, thereby limiting the generalizability to settings in which these treatments are offered. Finally, although a clear influence of choosing treatment could not be demonstrated in any of the statistical analyses, it needs to be taken into account that the groups were relatively small for the amount of measurements. Therefore, the occurrence of Type II errors cannot be ruled out.
Conclusion
This study indicated that patients who actively choose had outcomes similar to those who were randomly allocated to psychotherapy. In addition, no clear surplus value for a sequential strategy of adding medication after early nonresponse could be demonstrated. In contrast, a (time limited) and monitored continuation of the same psychotherapeutic strategy may be warranted in these patients because a considerable number do have a delayed response.
